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IN THE CLAIMS: 

Please amend claims 1, 2, 5-10, 12-25, 28-30, 33-36, 39, and 40, cancel claims 
3 and 4, and add new claims 41-69, as follows: 

1 . (CURRENTLY AMENDED) An isolated polynucleotide comprising a nucleotide 
sequence sele ct e d from th e group consist i ng of chosen from: 

aj a nucleotide s equence of SEQ ID NO: 1 . SEQ ID NO: 3 t SEQ ID NO: 5 or 

SEQ ID NO: 7; 

a)b) a nucleotide sequence encoding the IGS4 polypeptide according to SEQ 
ID NO: 2, SEQ ID NO: 4, SEQ ID NO; 6 or SEQ ID NO: 8. ; 

k)c) a nucleotide sequence encoding the polypeptide encoded by the DNA 
insert contained in the deposit no. CBS102221 or the deposit no. 
CBS102222 at the Centraalbureau voor Schimmelcultures at Baarn the 
Netherlands , i n particu l ar a nuc l ootido ooqucnoo co r responding to th o 
SEQ I D NO: 1, SEQ ID NO: 3, SEQ I D NO: 5 or SEQ I D NO: 7. 

e)d} a nucleotide sequence having at least 80 % (prefer a b l y at l oact 00%) 

sequence identity over its entire length to the nucleotide sequence of (a) A 
of (b), or (c); or 

d)e) a nucleotide sequence which is complimentary to the nucleotide sequence 
of (a) or (b) or (c)or_(d). 

2. (CURRENTLY AMENDED) The polynucleotide of claim 1 wherein said 
polynucleotide comprises: 



i 
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a] the nucleotide sequence contained in SEQ ID NO: 1 encoding the IGS4 1 
polypeptide of SEQ ID NO: 2; Of 

b] the nucleotide sequence contained in SEQ ID NO: 3 encoding the IGS4 
polypeptide of SEQ ID NO: 4; ©f 

cj_the nucleotide sequence contained in SEQ ID NO: 5 encoding the IGS4 
polypeptide of SEQ ID NO: 6; or 

d)_the nucleotide sequence contained in SEQ ID NO: 7 encoding the IGS4 | 
polypeptide of SEQ ID NO: 8. I 

3. (CANCELED) 

4. (CANCELED) 1 

5. (CURRENTLY AMENDED) The polynucleotide of c l a i m 1 -4 claim 1 which is 
DNA or RNA. 

| 6. (CURRENTLY AMENDED) An isolated nucleotide sequence encoding an IGS4 i 
neuromedin receptor protein, pr e forab l y a mammalian ncuromod i n rocoptor 
p ro tei n > said protein exhibiting high affinity binding for neuromedin U, preforab l y 
for ncurom o din U 8, for n e urom e d i n U 23 and/or for nouromod i n U 26 . 

7. (CURRENTLY AMENDED) A* The isolated nucleotide sequence of claim 6 | 
encoding an IGS4 neuromedin receptor protein, said protein exhibiting 
expression in at least one of brain, skeletal muscle, cerebellum, testis, corpus 

i 

callosum, spinal cord, substantia nigra, medulla, thalamus, caudate nucleus, 

i 
j 

1 
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pons, nucleus accumbens, fetal brain, stomach, heart, thyroid gland, lung, 
thymus, prostate , and and/or i n trachea. 

(CURRENTLY AMENDED) An isolated nucleotide sequence encoding an IGS4 
neuromedin receptor protein, pr e f e r a bly o mamma li an n e urom e din rocoptor 
prot o in , said protein exhibiting high affinity binding for neuromedin U, pr efe rably - 
for - nouroffiod i n U 8, for nouromed i n U 23 and/or for n e urom e din U 25 , said 
protein exhibiting expression in at least one of brain, skeletal muscle, cerebellum, 
testis, corpus callosum, spinal cord, substantia nigra, medulla, thalamus, caudate 
nucleus, pons, nucleus accumbens, fetal brain, stomach, heart, thyroid gland, 
lung, thymus, prostate^jand and/oHR trachea, and said nucleotide sequence 
being selected from the group of nucleotide sequences as defined in tho c l aims 1 
to c l a i m 5 claim 1 . 

(CURRENTLY AMENDED) An expression system comprising a A DNA or RNA 
molecule Gompric i ng an oxpr o csion cyotom , wherein said expression system *&- 
c apa b te of produc i ng produces an IGS4 polypeptide comprising an amino acid 
sequence, which has at least 80% identity with the polypeptide of SEQ ID NO: 2, 
SEQ ID NO: 4, $EQ ID NO: 6 or SEQ ID NO: 8 or with the polypeptide encoded 
by the DNA insert contained in the deposit no. CBS1 02221 or the deposit no. 
CBS1 02222 at the Centra a I bureau voor Schimmelcultures at Baam the 
Netherlands, when said expression system is present in a compatible host cell. 

(CURRENTLY AMENDED) An expression system comprising an Ab isolated 
DNA or RNA molecule compr isi ng an oxpr e 6s i on s yst e m , wherein said 
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expression system i s copab l o of produc i ng produces an IGS4 polypeptide , 
comprising an amino acid sequence which is a neuromedin receptor protein, 
pr o f o rab l y a mamma li an nouromod i n rocoptor proto i n , said protein exhibiting high 
affinity binding for neuromedin U, pr e f e rab l y - for - n e urom e d i n U - 8, for n e urom e d i n 
U 23 and/or for nouromod i n U 25 , and exhibiting expression in at least one of 
brain, skeletal muscle, cerebellum, testis, corpus callosum, spinal cord, 

i 

substantia nigra, medulla, thalamus, caudate nucleus, pons, nucleus accumbens, 
fetal brain, stomach, heart, thyroid gland, lung, thymus, prostate , and and/or i n 
trachea, 

1 1 . (CURRENTLY AMENDED) A host cell comprising the expression system of 
claim 9 of^O. 

I 
i 
I 

12. (CURRENTLY AMENDED) A-The host cell according to claim 1 1 wtwh wherein 

! 

the host cell is a yeast cell. 

13. (CURRENTLY AMENDED) A host cell according to claim 1 1 which wherein the i 
host cell is an animal cell. 

14. (CURRENTLY AMENDED) AnJGS4 receptor membrane preparation de^vea" 
prepared f rom a cell according to claim 1 1-43. 

(CURRENTLY AMENDED) A process for producing an IGS4 polypeptide 
comprising culturing a host of claim 11^3 under conditions sufficient for the 
production of said polypeptide and recovering the polypeptide from the culture. 

-8- 
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j 16. (ORIGINAL) A process for producing a cell which produces an IGS4 polypeptide 
comprising transforming or transfecting a host cell with the expression system of 
claim 9 such that the host cell, under appropriate culture conditions, produces an 
IGS4 polypeptide. 

1 7. (CURRENTLY AMENDED) An IGS4 polypeptide comprising an amino acid 
sequence wh i ch is a t l east 80% i d e ntical to th e am i no ac i d sequono o of SEQ ID 
NO: 2, SEQ NO: 4, SEQ NO: 6 or SEQ NO: 8 or te the polypeptide encoded by 
the DNA insert contained in the deposit no. CBS102221 or the deposit no. 
CBS102222 at the Centraalbureau voor Schimmelcultures at Baam the 
Netherlands over its entire length. 

18. (CURRENTLY AMENDED) The polypeptide of claim 1 7 whiefr wherein the 
polypeptid e is at least 80% identical to Gompricnn the amino acid sequence of 
SEQ ID NO: 2, SEQ ID NO; 4, SEQ NO: 6 or SEQ NO: 8 or the amino acid 
sequence encoded by the DNA insert contained in the deposit no. CBS102221 or 
the deposit no. CBS1 02222 at the Centraalbureau voor Schimmelcultures at 
Baam the Netherlands. 

19. (CURRENTLY AMENDED) An isolated IGS4 polypeptide comprising an amino 
acid sequence of a neuromedin receptor protein, pr e f e rably of a mammalian 
nouromod i n r e c e ptor prote i n , said protein exhibiting high affinity binding for 
neuromedin U, pr e f e rab l y for nouromod i n U 8, for n e urom e d i n U 23 and/or for 
n e urom e din U 25 . 
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20. (CURRENTLY AMENDED) Aft Ihejsolated IGS4 polypeptide of claim 19 
comprising an amino acid sequence of a neuromedin receptor protein, said 
protein exhibiting expression in at least one of brain, skeletal muscle, cerebellum, 
testis, corpus callosum, spinal cord, substantia nigra, medulla, thalamus, caudate 
nucleus, pons, nucleus accumbens, fetal brain, stomach, heart, thyroid gland, 
lung, thymus, prostate , and and/or i n trachea. 

21 . (CURRENTLY AMENDED) An isolated IGS4 polypeptide comprising an amino 
acid sequence of a neuromedin receptor protein, pr e f e r a b l y a m a mma li an 
ne urom e d i n r o c o ptor prot oi n , said protein exhibiting high affinity binding for 
neuromedin U, pr e f e rab l y for neurom e d i n U - &, for - neuromed i n U 33 and/or for 
n e urom e d i n U 26 , said protein exhibiting expression in at least one of brain, 
skeletal muscle, cerebellum, testis, corpus callosum, spinal cord, substantia 
nigra, medulla, thalamus, caudate nucleus, pons, nucleus accumbens, fetal 
brain, stomach, heart, thyroid gland, lung, thymus, prostate , and ond/or i n 
trachea, and said amino acid sequence being selected from the group of amino 
acid s e qu e nc e sequences as defined in th e c l a i m s 17 - 18 claim 17 . 

22. (CURRENTLY AMENDED) An antibody immunospecific for the IGS4 
polypeptide of claim 17-24, 

23. (CURRENTLY AMENDED) A method for the treatment of a subject in need of 
enhanced activity or expression of IGS4 polypeptide of claim 17-24 comprising al 
least one of : 
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(a) administering to the subject a therapeutically effective amount of an 
agonist to said receptor; and/or 

(b) providing to the subject an isolated polynucleotide comprising a 
nucleotide sequence that has at least 80% identity to a nucleotide sequence 
encoding the IGS4 polypeptide of SEQ ID NO: 2, SEQ ID NO: 4, SEQ NO: 6 or 
SEQ NO: 8 or the polypeptide encoded by the DNA insert contained in the 
deposit no. CBS1 02221 or the deposit no. CBS1 02222 at the Centraalbureau 
voor Schimmelcultures at Baarn the Netherlands over its entire length; or a 
nucleotide sequence complementary to one of said nucleotide sequences in a 
form so as to effect production of said receptor activity in vivo ?; and. 

(c) providing to the subject an isolated polynucleotide comprising a 
nucleotide sequence that encodes an 1GS4 neuromedin receptor protein, 
pr e forab i y o mamma li an I GS 4 n e uromedin roooptor protoin , said protein 
exhibiting high affinity binding for neuromedin U, pr e forab i y for nourom e din U 8, 
for nourom e din U 23 and/or for n e urom e d i n U - 2 S. 

(CURRENTLY AMENDED) A method for the treatment of a subject having need 
to inhibit activity or expression of IGS4 polypeptide of claim 17-34 comprising at. 
least one of : 

(a) administering to the subject a therapeutically effective amount of an 
antagonist to said receptor; ond/or 

(b) administering to the subject a nucleic acid molecule that inhibits the 
expression of the nucleotide sequence encoding said receptor; a nd/or and. 
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(c) administering to the subject a therapeutically effective amount of a 
polypeptide that competes with said receptor for its ligand. 

25. (CURRENTLY AMENDED) A process for diagnosing a disease or a 
susceptibility to a disease in a subject related to expression or activity of the 
IGS4 polypeptide of claim 17-24 in a subject comprising at least one of : 

(a) determining the presence or absence of a mutation in the nucleotide 
sequence encoding said IGS4 polypeptide in the genome of said subject; and/or 
and. 

(b) analyzing for the presence or amount of the IGS4 polypeptide 
expression in a sample derived from said subject. 

26. (ORIGINAL) A method for identifying agonists to the IGS4 polypeptide of claim 
17-24 comprising: 

(a) contacting a cell which produces a IGS4 polypeptide with a test 
compound; and 

(b) determining whether the test compound effects a signal generated by 
activation of the IGS4 polypeptide. 

27. (ORIGINAL) An agonist identified by the method of claim 26. 

28. (CURRENTLY AMENDED) A method for identifying agonists to the IGS4 
neuromedin receptor protein, profcrab l y to tho mamma l i a n I GS <1 nouromod i n 
fe c e ptor prote in, said protein exhibiting high affinity binding for neuromedin U, 
pr e f o rab l y for nouromod i n U 8, for nouromod i n U 23 ond/or for nouromod i n U 25 , 
comprising: 



l 
I 
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(a) contacting a cell which produces a IGS4 neuromedin receptor protein 
with a test compound; and 

(b) determining whether the test compound effects a signal generated by 
activation of the IGS4 neuromedin receptor protein. 

29. (CURRENTLY AMENDED) A method for identifying agonists to the IGS4 
neuromedin receptor protein according to claim 28. wherein said agonists are 
effective with regard to at, least one of disorders of the nervous system, i nc l uding 
the control no rv ou G oyst e m ( C N S) and th e peripheral norvous systom (PNS). 
disorders of the gastrointestinal system, anoVof disorders of the cardiovascular 
system , disorders of a nd/or of the skeletal muscle,, and/or of disorders of t he 
thyroid, and/or also to lung diseases, immunological diseases^ and disorders of 
the genitourinary system. 

30. (CURRENTLY AMENDED) An agonist identified by the method of claim 28 

pr e f e rab l y an agon i st being off e ct i v e with r e gard to disordorc of tho norvouo 
syctom, i ncluding the - contro l norvous system (CNS) a n d tho poriphora l norvous 
syst e m (PNS), disordoro of tho gastro i ntes ti na l 6yst e m and/or of tho 
cardiovasou l ar oyotom and/or of s k ele tal mucolo ond/or of th e thyro i d, and/or o l co 
to l ung d i soaooo, immuno l og i ca l diGoacoc and d i sord e rs of the g on i tourinory 
syst e m . 

31 . (CURRENTLY AMENDED) A method for identifying antagonists to the IGS4 
polypeptide of claim 17-24 comprising: 
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i 

(a) contacting a cell which produces a IGS4 polypeptide with an agonist; \ 

and 

(b) determining whether the signal generated by said agonist is diminished 
in the presence of a candidate compound. 

32. (ORIGINAL) An antagonist identified by the method of claim 31 . 

33. (CURRENTLY AMENDED) A method for identifying antagonists to the IGS4 
neuromedin receptor protein, pr e f e rab l y to th e mamma li an I GS4 n e urom e d i n 
r e ce p tor - prot e in , said protein exhibiting high affinity binding for neuromedin U, 
proforably for n o urom o din U ^ 8, for n e urom e d i n U 23 and / or for-ne uromodin U 25 , 
comprising: 

(a) contacting a cell which produces a IGS4 neuromedin receptor protein 
with an agonist; and 

(b) determining whether the signal generated by said agonist is diminished | 
in the presence of a candidate compound. 

(CURRENTLY AMENDED) A method for identifying antagonists to the IGS4 
neuromedin receptor protein according to claim 33, wherein said antagonists are 
effective with regard at least one disorder chosen from disorders of to disord e r s ' 
e*-the nervous system, i nc l uding the centra l norvouo oyotom (CNS) and th e 
p e r i phera l norvouc cyst e m (PNS), d i sorders of the gastrointestinal system, | 
and/or of the cardiovascular system^ and/or of the skeletal muscie i and/or of the I 
thyroid, a ^d/or a l so to the lung d i soosos , immune system, or im muno l og i ca l 
disoasoo on d disord e rs of the genitourinary system. 

-14- 
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35. (CURRENTLY AMENDED) An antagonist identified by the method of claim 33 ef 

pr e f e rab l y - an antagonist b e ing e ff e ct i v e- w rt- h -pe g a r d t o di s ord e rs of th e 
n e rvou s-s y s t e m, - i nc l ud i ng th e c e ntra l norvous syst e m (CNS) a nd th e p e r i ph e r al 
n e rvous sy s t e m (PNS), d i cordorc of tho gactro i nt es tin al s yst e m a nd/or of th e 
cardiovascular s y s t e m and/or of ske le tal mucc l o and/or of tho thyro i d, a nd/or al so 
to l ung dicoa se s, immunolog i ca l d i soascs - ond d i sordoro of tho gonitourinary 
oyctom . 

36. (CURRENTLY AMENDED) A recombinant host cell , or a membrane of a 
recombinant host cell produced by a the method of claim 1 6 or - a - membrane - 
thereof express i ng wherein the host cell or membrane expresses an 1GS4 
polypeptide. 

37. (ORIGINAL) A method of creating a genetically modified non-human animal 
comprising th e s t e ps of : 

(a) ligating the coding portion of a nucleic acid molecule, consisting 
essentially of a nucleic acid sequence encoding a protein having the amino acid 
sequence SEQ ID NO: 2, SEQ ID NO; 4, SEQ NO: 6 or SEQ NO: 8 or the amino 
acid sequence encoded by the DNA insert contained in the deposit no. 
CBS1 02221 or the deposit no. CBS1 02222 at the Centraalbureau voor 
Schimmelcultures at Baarn the Netherlands or a biologically active portion of one 
of said sequences, to a regulatory sequence which is capable of driving high 
level gene expression or expression in a cell type in which the gene is not 
normally expressed in said animal; or 
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(b) isolation and engineering the coding portion of a nucleic acid molecule, 
consisting essentially of a nucleic acid sequence encoding a protein having the 
amino acid sequence SEQ ID NO: 2, SEQ ID NO: 4, SEQ NO: 6 or SEQ NO: 8 
or the amino acid sequence encoded by the DNA insert contained in the deposit 
no. CBS1 02221 or the deposit no. CBS1 02222 at the Centraalbureau voor 
Schimmelcultures at Baarn the Netherlands or a biologically active portion of one 
of said sequences, and reintroducing said sequence in the genome of said 
animal in such a way that the endogenous gene alleles, encoding a protein 
having the amino acid sequence SEQ ID NO: 2, SEQ ID NO: 4, SEQ NO: 6 or 
SEQ NO: 8 or the amino acid sequence encoded by the DNA insert contained in 
the deposit no. CBS1 02221 or the deposit no. CBS1 02222 at the Centraalbureau 
voor Schimmelcultures at Baarn the Netherlands or a biologically active portion 
of one of said sequences, are fully or partially inactivated. 

(ORIGINAL) A method of determining whether a substance is a potential ligand 
of IGS4 receptor comprising: 

(a) contacting cells expressing the receptor of one of t he c l a i ms 17 21 
claim 17 or one of SEQ ID NO:2, SEQ ID NO:4 SEQ ID NO:6 and SEQ ID NO:8, 
or contacting a receptor membrane preparation comprising one of said receptors 
of ono of tho c l a i ms 17 21 claim 17 or one of SEQ ID NO:2, SEQ ID NO:4 SEQ 
ID NO:6 and SEQ ID NO:8 with labeled neuromedin U in the presence and in the 
absence of the substance; and 

(b) measuring the binding of neuromedin U to IGS4. 
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39. (CURRENTLY AMENDED) A polypeptide according to any of tho cla i ms 17 21 , 
claim 17. wherein the furth e r - boinq Gharaotorized in that s aid polypeptide binds 
neuromedin U, pr e f e rab l y n e urom o din U 8, nouromod i n U - 23 and/or nouromodin 
U-2S, and has chowing ot looot an affinity of about at least log EC 5 o=-6. 

40. (CURRENTLY AMENDED) A polypeptide according to a ny of - th e- G J o i mc 17 21 , 
claim 17. wherein the furth e r b ei ng charact e r i z e d i n th a t oai d polypeptide binds 
neuromedin U, pr e f e rab l y n e urom e din U - 8, n e urom e d i n - U 23 and/or nouromod i n 
U 25 , and has^ show i ng at l ooot an affinity of at least about log EC 5 o=-9. 

41 . (NEW) The isolated polynucleotide of claim 1 , wherein the nucleotide sequence 
has at least 90% sequence identity over its entire length to the nucleotide 
sequence of (a) or (b) or (c) . 

42. (NEW) The isolated nucleotide sequence of claim 6, wherein the IGS4 
neuromedin receptor protein is a mammalian neuromedin receptor protein and 
neuromedin U is at least one of neuromedin U-8, neuromedin U-23, and 
neuromedin U-25. 

43. (NEW) The isolated nucleotide sequence of claim 8, wherein the IGS4 
neuromedin receptor protein is a mammalian neuromedin receptor protein and 
neuromedin U is at least one of neuromedin U-8, neuromedin U-23, and 
neuromedin U-25. 

44. (NEW) The isolated DNA or RNA molecule of claim 10, wherein the IGS4 
neuromedin receptor protein is a mammalian neuromedin receptor protein and 
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neuromedin U is at least one of neuromedin U-8, neuromedin U-23, and 
neuromedin U-25. 

45. (NEW) The isolated IGS4 polypeptide of claim 19, wherein the IGS4 neuromedin 
receptor protein is a mammalian neuromedin receptor protein and neuromedin U 
is at least one of neuromedin U-8, neuromedin U-23, and neuromedin U-25. 

46. (NEW) The isolated IGS4 polypeptide of claim 21, wherein the IGS4 neuromedin 
receptor protein is a mammalian neuromedin receptor protein and neuromedin U 
is at least one of neuromedin U-8, neuromedin U-23, and neuromedin U-25, 

47. (NEW) The method of treatment of claim 23, wherein the IGS4 neuromedin 
receptor protein is a mammalian neuromedin receptor protein and neuromedin U 
is at least one of neuromedin U-8, neuromedin U-23, and neuromedin U-25. 

48. (NEW) The method of identifying agonists of claim 28, wherein the IGS4 
neuromedin receptor protein is a mammalian neuromedin receptor protein and 
neuromedin U is at least one of neuromedin U-8, neuromedin U-23, and 
neuromedin U-25. 

49. (NEW) The agonist of claim 30, wherein the agonist is effective with regard to at 
least one disorder chosen from disorders of the nervous system, inc l ud i ng tho 
central norvo u c oy c t o m (CNS) and periphera l norvouo oyctom (PNS), the 
gastrointestinal system, the cardiovascular system, the skeletal muscle, the 
thyroid, the lung, the immune system, or the genitourinary system. 
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I 50. (NEW) The method of identifying antagonists of claim 33, wherein the IGS4 
neuromedin receptor protein is a mammalian neuromedin receptor protein and 
neuromedin U is at least one of neuromedin U-8, neuromedin U-23, and 
neuromedin U-25. 

51 . (NEW) The antagonist of claim 35, wherein the antagonist is effective with 
regard to disorders of at least one of the nervous system, i nc l ud i ng th e c e ntra l 
nervoue s ystem (CMS )- and per i ph e ra l n e rvou c G y oto m (PNS), the gastrointestinal 
system, the cardiovascular system, the skeletal muscle, the thyroid, the lung, the 
immune system, and the genitourinary system. 

52. (NEW) The polypeptide of claim 39, wherein the neuromedin U is at least one of 
neuromedin U-8, neuromedin U-23, and neuromedin U-25. 

53. (NEW) The polypeptide of claim 40, wherein the neuromedin U is at least one of 
neuromedin U-8, neuromedin U-23, and neuromedin U-25. 

54. (NEW) A host cell comprising the expression system of claim 10. 

55. (NEW) The method of identifying agonists to the IGS4 neuromedin receptor 
protein according to claim 29, wherein disorders of the nervous system are 
disorders of the central nervous system (CNS) or the peripheral nervous system 
(PNS). 

56. (NEW) The method for identifying antagonists to the IGS4 neuromedin receptor 
protein according to claim 34, wherein disorders of the nervous system are 
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disorders of the central nervous system (CNS) or the peripheral nervous system 
(PNS). 

57. (NEW) The agonist of claim 49, wherein the disorders of the nervous system are 
disorders of the central nervous system (CNS) or peripheral nervous system 
(PNS). 

58. (NEW) The antagonist of claim 51 , wherein the disorders of the nervous system 
are disorders of the central nervous system (CNS) and peripheral nervous 
system (PNS). 

59. (NEW) An agonist identified by the method of claim 29. 

60. (NEW) An isolated IGS4 polypeptide comprising an amino acid sequence of a 
neuromedin receptor protein, said protein exhibiting high affinity binding for 
neuromedin U, said protein exhibiting expression in at least one of brain, skeletal 
muscle, cerebellum, testis, corpus callosum, spinal cord, substantia nigra, 
medulla, thalamus, caudate nucleus, pons, nucleus accumbens, fetal brain, 
stomach, heart, thyroid gland, lung, thymus, prostate, and trachea, and said 
amino acid sequence being selected from the group of amino acid sequences as 
defined in claim 18. 

61 . (NEW) An antibody immunospecific for the IGS4 polypeptide of claim 18. 

62. (NEW) A method for the treatment of a subject in need of enhanced activity or 
expression of IGS4 polypeptide of claim 18 comprising at least one of: 
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(a) administering to the subject a therapeutically effective amount of an 
agonist to said receptor; 

(b) providing to the subject an isolated polynucleotide comprising a 
nucleotide sequence that has at least 80% identity to a nucleotide sequence 
encoding the IGS4 polypeptide of SEQ ID NO: 2, SEQ ID NO: 4, SEQ NO: 6 or 
SEQ NO: 8 or the polypeptide encoded by the DNA insert contained in the 
deposit no. CBS102221 or the deposit no. CBS102222 at the Centraalbureau 
voor Schimmelcultures at Baam the Netherlands over its entire length; or a 
nucleotide sequence complementary to one of said nucleotide sequences in a 
form so as to effect production of said receptor activity in vivo; and, 

(c) providing to the subject an isolated polynucleotide comprising a 
nucleotide sequence that encodes an IGS4 neuromedin receptor protein, said 
protein exhibiting high affinity binding for neuromedin U. 

(NEW) A method for the treatment of a subject having need to inhibit activity or 
expression of IGS4 polypeptide of claim 18 comprising at least one of: 

(a) administering to the subject a therapeutically effective amount of an 
antagonist to said receptor; 

(b) administering to the subject a nucleic acid molecule that inhibits the 
expression of the nucleotide sequence encoding said receptor; and, 

(c) administering to the subject a therapeutically effective amount of a 
polypeptide that competes with said receptor for its ligand. 
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64. (NEW) A process for diagnosing a disease or a susceptibility to a disease in a 
subject related to expression or activity of the IGS4 polypeptide of claim 18 in a 
subject comprising at least one of: 

(a) determining the presence or absence of a mutation in the nucleotide 
sequence encoding said IGS4 polypeptide in the genome of said subject; and, 

(b) analyzing for the presence or amount of the IGS4 polypeptide 
expression in a sample derived from said subject. 

65. (NEW) A method for identifying agonists to the IGS4 polypeptide of claim 18 
comprising: 

(a) contacting a cell which produces a IGS4 polypeptide with a test 
compound; and 

(b) determining whether the test compound effects a signal generated by 
activation of the 1GS4 polypeptide. 

66. (NEW) A method for identifying antagonists to the IGS4 polypeptide of claim 18 
comprising: 

(a) contacting a cell which produces a IGS4 polypeptide with an agonist; 

and 

(b) determining whether the signal generated by said agonist is diminished 
in the presence of a candidate compound. 

67. (NEW) A method of determining whether a substance is a potential ligand of 
IGS4 receptor comprising: 



-22- 



JUL 07 2003 14:48 FR F I NNEGflN HENDERSON 202 408 4400 TO 70330842420 



P . 2 S 



F I N N EG AN 
HENDERSON 
PARABO W 
GARRETT & 
D U N N E R 

1300 I Strtet NW 
Washington, DC 20005 
202,406.4000 
Fax 202 408.44O0 
www.finrwgan.corn 



Application Serial No.: 10/088,744 
Attorney Docket No.: 01975-0034-00000 

(a) contacting cells expressing the receptor of claim 18 or one of SEQ ID 
NO:2, SEQ ID NO:4 SEQ ID NO:6 and SEQ ID NO:8, or contacting a receptor 
membrane preparation comprising one of said receptors of claim 18 or one of 
SEQ ID NO:2, SEQ ID NO:4 SEQ ID NO:6 and SEQ ID NO:8 with labeled 
neuromedin U in the presence and in the absence of the substance; and 

(b) measuring the binding of neuromedin U to IGS4. 

68. (NEW) A polypeptide according to, claim 18, wherein the polypeptide binds 
neuromedin U, and has an affinity of about at least log EC5o=-6. 

69. (NEW) A polypeptide according to, claim 18, wherein the polypeptide binds 
neuromedin U, and has an affinity of at least about log EC 5 o=-9. 
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